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mAtn&^mxm , m&mmmm*^*^ ^tc^mAx^ ^\&xm®i# 
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[0006] *mM\z£<9. ^rm^^^rnxmu^titzmmw^^Mm^xmrn^ 
[ooo7] m i]*&wxm v ^^m^m^mmmn^-§mmm<Dm^.m 0 

[0008] 1 2o©APh locDttiPlrto^^yi^ 
2,3,4 JfEBS 
5,6 jtfVT' 

7 fttfff 

8 2o©APh loOttiP^o^'^-YV'M^^ 
9,10 fit{& 

11,12 5!K^ 

13 2o©APt, locwpsrbo^^-^^a^^a 

14,15 9E& 
16 

17,18 ftftff 
19 i5fEB& 
20 

[0009] ariWStf-assHftu *»ott«JB^^»#L,7h«tt*«l»*SCSr&tf«e 
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mc mAkm&m&isxnt>thz>mmm 
[ooio] *mwfc&rtz^>74^M&^m*mttwmmn^m&mm^ 2o^±co 

[ooi i] \z&i?z>Wim.wfr*bte. 'pt£<bh^Tm&^bmmfrhttw&^v> 
ztx-m . mmm^m^ir^mmm^^Twn^^m^mLxm^ti^ 

[0012] ^mm^n^m^tn, mz.t£* mm. va&M&vt* vxy-j*. 

isn^rmm^-i-i. mm. mnm&ft. y#y-^ ^^ 3 >-*r?\ & 

c mm, mnM&ft. v#y-j*. ^/^a^m^-. StfH\ &m^^(Y\ 
mmmbmvik&mmx-im. mmik&mm)b*m.^t>^tm&vt*m 

!&J&ftbL,X\<^Xi>£<, ®--§LV<te. m^iry^y-^1S^^^^ti-5^C 

[0013] mm\t, mAKtetf%mm*xw&?<ni&M$:bzmv>). ^Tmm^&m&irz®, 
(Dm^^bm^^mmvxmAiz^n^mm^xmn^^m^b^mmm^ 
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mm&tbi? tbti, j:«j#*u<hu m&** dna, rna, *-y=***w-^h\ t^^k 

*5itJ«siRNAA»e)»fitL5loW±<0«>»^*>tfbiX«o 
[0014] S Jtfefctt^^-KfcU-Ctt, i', 7^i^-^vC tf-^M/ 

#;*hy>7V:?=*— *K =3.— n^i^ y-rhafi?-^ i^nX/Ky^ 

, ¥«*/^^ temmmfc* 1 *^ nwmr®*»*e>* 

T/vi?-) — if, Wii— if, H/viS^^^—V, * 
if, -f^— o^df^, -O^— ;7mn>\ J^/V^T^F, 1M^K^^> MlftSR 
VstfTfrx^, W^^W-, A, 3t£fej&gB^(EGFX -fV*y ^Hl 

[0015] mWttLXti. M*-tfT>"?±^*s!r})=tx?i'*?-K -fev^y^^v-^K^o 

tf-ysf^UJ^K, at^. DNA, RNA, ^9^5H\ siRNA^&tf ktu 
RNAtf^-CfcSo 

[0016] fl^Wk-MfctUrH:, •9?!lx.f^^>n>'-T5/^y , nv^ > i^TA-^^ L-T 
% ttBl^a^S^, WEtt^^-W'^, «ElftT5*V^*S&tf e>*L5, 

[0017] *|«£L-cte, mi^M^^M^hy^ -*^y Why?i>., x^hy> 
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[0018] nfrHt&btvctt* m£t*tfy^\'>™vfr>&j-hvvj*. ^t^^-x 

[ooi9] mn^&w-itfd&my-M-z, mx.mm^w^.tcn^m^nm^^x 
mf&zft, nmtvxte. mmmm. m&mn*tc\mmmm<D\,^>ts:z>h<Dx&<> 
xhx<. mx.m^mm. ?v±vwmn. w«f, ^y^^^vm, 

[0020] ])>mnt\^xit , m^\t^yr^J^T^{^w^n^w^yr^^ x ) 

, y^^r^v ? /^y>-^)> ^^^y^ii^CJr^^^^^-f^^^yv, -t^ 

i^is* xms^ism, *mmnv^mmM<itmtt7kmmt\**yT?-^=i 
[0021] yy-tvmm^kvxfe. m^ttx^tt^M^yv-tw, ^y^/vv^y-fe- 
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Vh\ &#??hfA>&jH)±VK •XytY^VWtW, yv^y/^WV-tWm&h 
jfls, X7jy=rZ/l/*$<D-UH £-NHCO(CH ) CH xfiO— 18<Z)»c£^U 

2 2x3 

[0022] ;*-ro— /vmkL-Xte, ^Ri^v^-ru— ^> ^tKnaV^ro-^, 

, m^rf^-T^n— /K /V, 3 0 -[N-(N'N'-io<9vVT5/^/V)#/W^ 

^]aWrn- MDC-ChoO^foffbtlSo 
[0023] Wftfe> JJgfftUTii, «f»Rtf , N-[l-(2,3-v J ^-V^--l'/V7 P ntVV)]-N > N,N-hy^f : - 
/l^ffcTi^—^ACDOTAPX N-[l-(2,3-v?^-^>T/l'7 P DtVV)]-N,N-^^/VT5 
^(DODAP),N-[l-(2,3-v?^W/l-^^ntVV)]-N > N,N-hy^^yW^bT^« 
^A(DOTMA), 2,3-^W/W^^-N-[2-(^^^>'^>'V^=Srv'T^K)^^] 

[0024] ^fr^JfiSiS^Jti/rra:, ^j^tf-^y^w^jKy^^^f ^y/vtr ^ 
^(^flc6«j^»4^yy/w<— hso^x TKy^v-^^^/Ky^i/^otv^y^— 

[0025] 7=a-H4#EHEtt&lfcL-crau mx.ttTis/W-Ji'ais^ Tfi&frmStrVVVJ* 
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[oo26] jJtt^&ftwm&Mtvxn, mx-tf.T;v3c/vTs>M.^ T-y/vT^yi, mm®, 

[0027] m&RmmVkMbLrXi^ mX.m^-^-^T^V^ri^;vYJ^;VT^^'] 

[0028] y#y- ^xn, z.tvtbmn&£.x?Rmf£Vkmn. mmx^t^m.^^ 

hmftfrZ>2$Lft£k±.(Dffl.Zh&t>^, EPCiDOTAP(Dm^fc>-*^ EPC, DOTAP*5 

XXfrtV^^i/yv^— /HkV^ffiWom.&G-frit. epc\ dotap, 3i/^fo-;v 

[0029] *fc, y^y— j&nto&c-t, ^jii^^fn- /v^co^xo— jum^com 

tefeimu m^h^?^v~;vm(D j fcmKmm*<£^x\ ^xi>& \ 
[0030] mnM&fck^xte, vmmm-t^. ^m^^. y— satfes-t/K y- 

ir-v^ig^-fc/K ^^5ir/v, t£#ii£5i?/K ^3Hf=f-*-/n, ^i^^/Ml*5<J: 
^i«2^-^-W±^^^?>^#:^/5^tf^tv2)o 
[0031] ^^Vv'a^^iU-C^, #J;i{^Jtf7?L#J, #^>tt#®^t£#J£*:Sift^b 

^SxvyV^gy, y^Ki^ay, ytVK^y^^T— f©*q3|jg( 0 /w)x 
[0032] flWH^lyCtt. 0d*.li7/K/5>\ *MT>\ ^XbT^mm, DNA 
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moyjvfcWA^s fltRfcfcKy-L-y^ *Ky^vw5>\ tfvrx/^^m. 

y^^u^yn-zw^^Ky-^-s #y?L^ ^y?L^y^y=*-/v®L 

[0033] Mft^tertzm*. Mz.&&mm.. tis*~vj>&. mmm, mmr^ 
>mm. T^;mmmwz&*£-$-z>o ^mMti^xn, m^m^^m, -Thy? 

mmm., mmm.. mmm.. v>mmm<Dmmmm., &£tfmmm.. ^s^mm., y 

o 

[0034] ^Jg^n-rKirb-Cte, & vW-k. ^V#, #/Vv"^ T)V% 

[0035] Un^-mMtl^Xi-i, mz.&^4?v*y=-T—, ^^a^ir/K ^/^;**/K 
[0036] &fc, ^Tm&**mW^tr^Tmn*X&Z>M'&\aZ, 0*b<fi, 37W 

xi&m#)3\-jj$:±vz>mffi, mm-^m^^-r^o 
[0037] ^rw&.^\^m^f^>wmmmt, ^^^-^^^-r^^^^-^^MiT^^- 

^^fM-5<zrc% scoter* iz.jfc\^x%tty&mw&tcfeT^*y&mmzftM 
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[0038] ^yt^mnti^xft. m^\*mm<D^Tmm.^<Dj&mx~m^t^<D<D?%<D 

[0039] ^^m^WtVXi^ #iRkfDOTAP. DODAP. DOTMA, DOSPA, DMRIE, 
DORIE, DC-Chol^fctf hft%> 0 

(polyfectX *chy->ms&>tfbtiZ> 0 

[0040] ^t^^r©fi(DpH-^ &&i&0f»j&&fT*&m 6«*fe»^^Kfcurr±, 

y/— y>\ ytf^ur— trri^&tf e>tb5 0 
[0041] r^^mwtvxit, m^itmm(D^Tmn^<D^mxm^tch(D<D^<D 

[0042] T-^MJCtLTte:, ^J^{^^7T^^-fey>, flU^T^/l^y-fen— A' 

r^^it^^L-a^ 0tix.f^yr^^7= 3 r>^, ^v^w^n*s^ 
^yy o otv^T^y/^T5:K-T^y/^t' , ^yK>'#m-a•#:^ sw/^n^ya— /USE 
fe^Ky^-. #yfuk ^yfL^y^y^-^. w^^w^—mcx*)*. 

gt^by^A, tr^ny^, aVKa^fy, yvV^vgt^L ^'<7>$iB., *^<V 

[0043] ^m^^±cDfg^pH-e, m&ftoi&f&*ft x.z>m &Wtti*<<^b*tL.xn, 
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y/—yy, fc*h>\ -fvzvs^ ytfttuT—'H. yy^— bnz> 0 

[0044] 7~*>&m&h\JX<Dm&bLXK.. #l;ifc?DNA, RNA, 7°7*%Y\ siRNA, 

[oo45] aTWit, Tfiffi.&tL.xnbinz>ti\ tfctt&to<D*mtiit\ttti\z.m-c,xm 

flK^tLrfi.^J^^^>'^(Bangham)boy^y^P^C''^— -tA"* 
Zf'^r^^y — 0. Mol. Biol.)",1965¥,Bl3#, p.238-252#J$L ^ 
^y— /Wa£A«fe["^-Y— ^•^••fe/W^tf-ni?— (J- Cell Biol.)", 1975#,fg66 
p.621-634#J$L y^^y 0 W^["^y-f— tf— X (FEBS Lett.)", 
1979*fs!g99#, p.210-214#fig], *ISiiW!«fe["T— 

V — Tl/$*'*4it74 9 Jy9*> (Arch. Biochem. Biophys.)", 1981^,^212#, 
p. 186-194#J®] , &«3i§i£ ["y°n v— *f^?X -it?-*?' -T^B-jr/V • T#y*5: 
— ^y'-^^y^-^.^-r5/K-^'7 L -f'y-^-^'Ty!;^ (Proc. Natl. Acad. Sci. 
USA)", 1978^, ^75^, p.4194-4198#M] , pH^BEj*(^!lx.f^fF^2572554^ 

#fFB2659i36#^#^#m)^;!)Sfcjf ht^> 0 ^y—j^<Dm&<Dmz.my— 
T*stimw&$&m^z>z.b&X'$z> 0 tut. v^y-^m^ma^ wxssy 

Tk^zma, mtmwu v^y-^mm^^t\-x^xw^y-^m^i- 

[0046] ^!l^^#^^tt#B^MJ(tfIiai:lDa), #^yt£#®ffit£MitriEi: 

mil). r=^-ytt#®?£^j(siiiE^ma)> m^r^y^uiymm^m 
^m^n^run^m^^tvxm^^ti^L^JyXD. d. Lasic\ -r-^ 
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W>-(F. Martin)^, "^TVl^-y^y— AX(Stealth Liposomes)", OfcS), T— 
— yV;W^y(CRC Press Inc), 1995^, p.93-102#flg] o iS5^^-ib-C«^J^f^ 

F68, tfytti/^u^mfct^ymo. TKy^^y^vv^y/vr/v^— 

l,2-^^TD^Wsn-^y^a-3-^^^^y'-/VT5V-N-|><hdrM^y^^^ 
^y=j— /V)-2000](PEG-DSPE)^^fc{f^^o 

[00473 vxy-^fD^ftL^m^ m Mizxv b & K)iiift-e#5o ¥*&*m^£»-T5 

7 — (R. H. Muller), ^<~^(S. Benita), i$ — J*(B. BohnOIH*,"^"^^3^*TVK' 

fyf^y^ayx^^- — if -7*— v- 3 >-^-^ry — y^y/v-K^ 

yX(Emulsion and Nanosuspensions for the Formulation of Poorly Soluble Drugs)", 
K-Ty ' s^Vvis-V—X - X=F=Ly r-^f/kKScientific Publishers 
Stuttgart),1998^,p.267-294#J$]^&tfib*l5o 

[0048] *fc, ^Tm£ttmj&-fz>Mx.i3m%). mwM&fo. y#y-^ ^/Wa^m 

^#:^^ T ^^^^OT-^>'ttlgK^*i-^y^y-^*fc{*J3gKA'^ft: 

tig mt(Dm&fo. ^\y>^^m^<DT^y ) &M / ^^^-t^n^t 
m&mtnm&ft; x^ymm^^zvtfy-^ttmmm&tt-km & 

mmm^tc^ ^m-k^m^mm, mtmwu mm. 
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7***^/— /VT^^-N-Oh^rM^y^V^^y^— /V)-2000](PEG-DSPE)^), 
^y^-^rv'^^^>'5S!^t^v'?ft60. V^*:7*T^ ^MCREMOPHOR EL)*)# 

[0049] ^Tm&.7-<n±Z£n. ^mm^&tmnm-m^ n m-efc5<^^$f*b<, 10nm- 
5ju m-e*>5tf>aSJ;<9£f£U<> 50nm— 3OOnm-Cfo^.O^$^{-0^U<, 50nm— 200nm 

[0050] iii^i:ltli 0tJx.fi^fa='T^^^^O' : Pi?fo{ffcJi§K, #®St£ 

nmtm^^xm^^btix^\ mmmmmmx&zwr&ia-z. mm 
mj&ft<vi^tLX7km&mft*mmm>mmttzbfim&^ \ ^vm^* 

/VT^^-N-L^h^rM^y^^^^y^— /l-)-2000] 
(PEG-DSPE)^), /Ky^-^ri/^^U^'fbfc-^i/»60, j7U*7;*-7Vf— ■avi' 
(CREMOPHOR EL)*]* ^V^U^V^—^y/^^m^^TMMc^K 

/Ky^yiry^kJig®(^^^^y^y-tyv-^7T^^^y-^T 
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coo52] *mw<Dmm$m*te. M%.t£=*rmifr&4mu t^mmm^tmmvtz 

[0053] #180! lessor , ^TlWft^as^MRi-S^W:, ^TWfili, ¥L^*fcti^-v 

^rum^(DmtA,H^t.tc\^m^mvxv^^t^B^^\ *fc. mmm 
[0054] mmwA&£xfmBiz&n%m&&mmmbLxn. 

ojgflteLTtt, 0iJx.(i, iftttraMfclS*, **MStfbJc*, ^ny^k^i, ^ 
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[0055] «tt^^tffitt^?^^<D^©ffi^*?*tt, ffiSK-^wtg-efc 

[0056] ^+©^K^rt«tt#HW8«l«>W-frW:, «ftlB=r«*fc^*s*«¥*i*{2:# 

30vol%£Ub, «W#*lXtt* 60— 90vol%-e£>5 o «C«f »»iifC*5»t5*H±* 

frti\tmzmM£tiZ>h(DX'teti:\^, £f *L<te> 50vol%^T> J:0#*L<H:, 30 
— 50vol%"CfoSo 

[0057] ^«:imw-*:ds*:l-cb\ m^Tm&wmM^tei-ftiiz, mmm&&%m 
. mDtm&w&vxw&mm'rttmz&^Xs wz.&tt%m&%wmm<D 
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(dap tmft^x^&mm&^'-mm^? hM a mv$$xx$mE* <Dmm\^ 

coo58] *fc, mc^te^xi^ mm$mmm^(ommmv)*Mx-z>z.k, #>xwtitc 

&<z.tx, mm?mmm<Dm&&&bizm'p&&z^k*wtii,\<\ mctrnmrn 
mm^y^m^mm<Dmn^bm^m^xmu^titcm(D^y^m 

[0059] *mwfc&tfz*TW%L*k&um&fr<nmfr&ii-&tz. m^m^ti^^K 
^rw^^mmtv^y-^m^^mm^t^w&^xh^x.m^m 

^Mmn^xw^tc^m^mxh^x.mmm^nmxh^mwn^ 
it, ^(DMm>bmm(DV#y--i*kftMisths ^rmmwv^y-^±^m^)t 
v^y-j^(Dm^^m^^tir^wn^^x\mmm^M^^xw^ 
tc.nRmft&mxh'ox. mmmmmmx&zmmmm^-n. &mw#y-j>> 
tfrMZivZo #3§w-*5^-c, mmm£?temm<DVtfy-j*xhz>zk&£m* 

[0060] ^mm<D^mun^(Dm^m^^^xm^^n^TW&^<DmA^xxfmc 
\cMT^Pi^n^rmn^mmm^xmmx^n\tm^m^ti^h(Dxn 

ftV^ lMg/mL-lg/mL^W*b<, 0.1— SOOmg/mL^O^UV^ *fc, JBV^ 



WO 2005/089926 



17 



PCT/JP2005/005251 



&Wim^tlttmzV&l££1n&h<D-T*\$.i£\/^K lju g/mL— lg/mLj&S#*L<, 0.1— 
400mg/mL*SJ:*)»*UV\ ^7»tf I^t5»iij^^^li, fiAtf*"? 
1:0.1— l:1000dS#£L<, 1:1-*1:10*SJ;0#*LV\ 

[0061] ^P^(D^^^o^^&tcj:orKitT^5^«^^^^:t$^ 

» 5pi^*&^^300nm^T-efc ; 5OdW*b<, 200nm^TT-fc5<D;$y;l9£mX, 

(xmi) =rt»m^s:«itt#»»«isr&tf«c, »*l<h:, mm\wmm;m*m 

(XS4) Wm^*W^W<04>9>(^m&¥&L<Dl'2<D^Qfrb. X 

@3T*#btbfcM-£1£SrA*U asioOAPi't), XS3-C#P>tufeiS^tiS^ 

-»smxfo<Q. m&&vmm$r£&& ^itteJLmsx^tbtiizm&wtxv^ ^m&x 
mm?mmm&£trWi(&&i><t±, *)**jnxm&u &=*r$m*mmmx 
mmztitt&mmtt* mmm<Di&mxnz> 0 *fc, jMtvwmmwwt 
&&rut&* isb\z.*^&$;m~rz>m:m&-rz>m\.x, m&mw®m<Dm&& 

[0063] sit\^ m&m^^x^mwzxmmimw-rztK *&m<Dwm%m-izJnt> 

mm, *Kwxm^bnzm*wmum&i-m^w&m.x&*), 200A 
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s (l)©ap|n«tlS(4)Sr«l*., (2)^J:t«3)^U-C J tn j etwK>'7 > (5)*5J;t«6)Sr, (4) 
Sr^bT*W(7)^^5««l»ia^3S5t8SS:^b'CV>5„ mjfB^A(*, (5)^^(2) 

mxmm^xmmmn^-^m^tcmmmciim. icij(d©wp^?,is§(4) 

[0064] g|2te, ffJSE^A/^ ^I|B^DttflfB^Etd^-l'>'7-r>^^^ffi V 

X.X, 2o©A P ^ lo^ttj P ^o^7-rv^#^(8)^#X., (8)Ottl P te(2) 
5£»o-OJ3^ (8)(DAPS^ }5fE]J§(9)*5j;miO)^X, (9)*5imiO)^L-r^rtL 

cooes] mi(Dm^^mmw^^m^mm^h\^mmmacmmmF^m^ir 

^(13)^#X, (13)<DAP01of4(4)^^5 0 r*3«9, (13)OSUOAP *5it^tH P 

&£rimw{ii)*mttmmm&i-nmmw*m^x\^ 0 

[0066] El4te, ^^(S^P^m02/28367^-?>-^W5/h#m)^*3{tS^«^C 

^»^^«U-C*3?), ^(18)*3±Wtl-{-^^ofc^S&(19)^#x., (19)^ 

frvxtf^m&m^WimmiL^m&mmz&i'Xi, ^. itfjie^cAttus^A^ 

£>tU ^B(4(20)(CAtbbtb, (20)^^(19)^M-C(18)^<D^A^*P^lb^o 
[0067] (C&ttS^^^I^IS^L-tte, 0iJx^T^W, Y^W , H 

uv\ ffi&n®m-£&m^7, mmn^^-^^^^m^xh^xhx<. 
7$i<'7'bL,xtemx.te2rTi$^, :/#x7\ ^y^v^v^ *P 
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[0069] wi—z^mmt+mBtm-zK* tun^tmAtmB^m^m^^^m 
. &m<nm<D&mmz*(Dmmwij!)mm^mx2bz><DX\ x.mto&mm<o&m$k 
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[oo7i] *mi<nmm$L*\^ mk.\^im^m<o±^.^. mitmm.m\-M-rz>m 
^m^(om : m<Dm.^Lco^m^ n mk-tz>$&Mt^x@imxzz> 0 *mw<Dmi.w 

[oo72] *mmmmnttmmk\.x®.m-tz>m&. Mo^iatniLfeii 
mm^<Dmmm^<D^m^mimm<DMmt^xm\^thnmxh^K 

<Dm^i^i3\ix.tcmmmm^m^m^xmmi-^tbx^^ 0 
[0073] mmM<Dm&. mm<Dmmun^(Dmmm^tci-ittim<Dmm^m^tc\im^ 

$smmmm&m&i.xmim*mmttzk7!>m3iiA\ mw^w«, r 
%<Dmmtmm^m^xmin^mm^^t^mx^ 0 *fc. m^m^v±v 

[0075] jfcfc:, IliSWcJ;?), ^SIWSrAiSWaicttBI-rs, fcrtTU ^mm^ti^mmm 

\z.mfe&tiz>i><DXtefo \ 

mmm i 

[0076] TfB^^TO^7-»liit^«> ifcA, 8cB*5,fctflftFS:/fl V \ $cA&10mL/h, $tB£r 
7.5mL/h^M^^^C^(D3i^/— 7V^^^^J:^40vol%^^5i9iC^tb^tb^ 

#e>ix/t«««Ma j f-o!BiS»f*^, jSjS'WlNfra, 1 10,000 x g% 25'C)KJ;oT_h?it 
<£rlfc*U 50inmol/Ly VgftZl7K*^yi>^*^^«fe!lPb-CH:»»b, ®l»J&#fc. 
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y ;*rEH&R£L 9Vv*«)&/Bv\ (5\ {®»MKl®\c 9 sT^?1fcr/& 

*&A; 

WHtVS^X^a— fc°— ®D3.00g:te±OTEG-DSPE [T^^stf— 
(Avanti Polar Upids)%t»l;£JlTPI«"Cfc5]1.20g^, s# ^20mL^MT^P 

^«*U*EE<6*!IU #Cl-*100 mL&Mz.. 1$flS?v9 

x^-y—X'Mtmftistce mbfttmnm*. M-eo.2o M m ©^y*-^^-b 

&r77~V74)V9— (C20IUjlbfc^, 0.05 m mO^U*— 

— fClOHIiibfCo BUtel, 1.4mg/mL G-CSF(t6?P3fca8SL ^/H^?*^, iteM 
&fcr-G-CSF^|^)7KMt3.5mL^ 7mg/mL ^X^^ffiBH-hy^W/l^R 
)1.4mL^PxLfc 0 #<btbfcf&4.2mL^ ^/l^-KiiLfcPJtW^f^PEG-DSPE 
<0»$»8?O.2mLSri&£>U ^^^(H*^'^®{)SrAPJtpHSr4tb, aTftfOi 

SOmg/mL^PH^^T^^/V^U^SSi^^mg/mL PEG-DSPE^ii>^/— ^53 
#F; 

50mmol/L ^Wi—^Mtl^ J^MWL 

[0077] mmmikm\^mm*$mmm. mB&xxmFt. rm^w^m^\ mA& 

vxmmvtco nhtit^mwn^mmm^m^^x^ mmmitmrnmrn^isx 
mMffi&^xmmitmtc 0 
mA-, 
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X., SOmg/mUP^^^T^^^y^feit^^mg/mL PEG-DSPE£r^tf^/— 

[0078] <itmmi> 

B£(20)KA*T^ $cAfC$cB 7mL^(19)^iiCX*P^, ^?y— /Mg^lOvoM-ftS 

m±\z.^tzMmm&*% : mkW.*m v ^ (is) \c^jf*^y?x?-7-&Ah, 

STC-525, TVl^tSDSrlf^fCo 

?t, 30mg/mL|P^^^T9 : -v ? ^= i y>'*5i^l2mg/mL PEG-DSPE£r^ti^/— 

yV53AiLf:APX.fCo 
$cB; 

[0079] <K®^J1> 

^jfe^ij i -2*3 i xfitrnm i-embtitc&mm mo v ^i(jift5fci!c£L(DLs)8iij^£i{t 
(a model els-800, xmm*, &Tmm)x&mm£*<n^m*m%mfei<tc 0 

[0080] [*1] 



TO^M (nm) 


1 


19 4 




2 0 3 


ttmm i 


16 5 



[0081] <&tm&}2> 
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&WM* / f^%i&?v-?Y-y : 7'7-(—<<Q> 10mm X 20cmO^7^ * 
M^>i^5>-T(-Ir^rn— ^.(Se P harose)CL-4B)5r^EJ«b, ^I&til^yv&iJgW&fok 

, pH9<B*£Bfcft«8c78 yu L^t^-T^' V— /MOO jit LSriP^T^Ufe^lcM 

^77^:YMC-Pack C8 <J>4.6mmX 15cm 

^t(]^:I^(pH7 % 10mmo\/LV^mmmm-2-yti^/—/Umm(75:25)) + im<2- 

\m<D$fe&s ^«flH*6«0— 304>-Cr±0— 86.7vol%^ja^^^it*P. 30- 
5486 . 7vol%tbfc 0 
*ftW:JlbjB«*280nm, ^2&g340nm 
[0082] GBfel] 

F^a^(%) = Aj/ (Aj + Bj) x 100 (1) 

A ! : 1ft«|»(&-T-IlI»fOC-CSFa ( *i g) 

= *««fcl!fit-^B»"f <OG-CSF»* ( n g/mL) X ^»iT-iB^CO^(niL) 
B ! : iffl^G-CSFH^ + WG-CSFaU g> 

= iJ£|»G-CSFB# t f I «G-CSF»&(jug/mL) xj&&G-CSFB#CDi*flS<mL) 

[0083] [^2] 



W rt^sp (%) 




9 3 


HffiW 3 


9 8 


ttmmi 


7 4 



[0084] *ia»feba*SJ:5K:, ^»Jl-2feJ;tJ?Jtife0dl-T?#^fe#MJ^*3it5«?S 

m^!ll^J:^2r-#^fc^J^«>^am^ c F^*5^G-CSFOrt'a^^90% 
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mums 

[0085] TI20S[S^^®ljt^Sx «gA*J itWScBSrffl V \ $cA2r5.2mL/h, *&B£r 

1-*J:5K:Ufc. isV^iZ#>7&mb&£. 23#&Kvyvi^Kv:/£^ihLfc 0 (7) 

^^LTSteM-a-m, #b^c^-a-tRO®^^il(lB#P^, 1 10,000 Xg, 25 t C)£ 
i¥WfM)t2cm<D^y L ^y^^'t— [*£20mm X ]H^1.5mm<Dy^mmm^— Zf 

\z.2mg<D^^n^h^ym^^-MBmm^mm^m^tch<D^m v\ (5) 

f&A; 

X^b^^/V^l^-tr^T— ^-=.y^(FD)(-=eU^3.7— '^n— ^(Molecular 
Probes)^;^TI^#"e*> ; 5) 30mg, DOTAP(T^^#— 7/^yfcV^XAvanti Polar 
Lipids)1±i^TI^#-?fc5) 180mg*5j;T^PEG-DSPE 72mg tC||g^c9mLSriDX., 

MX/7X7^- H:ioia*5«fctJ«0.l m m©*!)*-**-^^?^/!'^ 
— [CIOHIjIU 37W^I»^#t #&h,fc3T|^^<D!K»ift75() ji Li 
/MmL^fir^U EPC 480mg*3j;U ? PEG-DSPE100mg^^i5 !, y— /W2mLSrJP 
^#b-C#fc^250/z LSrft^Ufc. 
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[0086] mmmstmc^mmn^m^mm. mA*s&xmB&mi<\ $eA&5.2mL/h, mB 
mmm 5 

[0087] mmm3tmz&m®m*mikmw.s mA&i.xfmB&m^ $cA£5.2mL/h, mB 

SSfcUfco (7)fctt^a&e*2l.9mL*rA*U fbiifcMtS^^W^IT 

[0088] 3ll£^J3tlRl«am*fc^$!ijt^«, «tA*5J:tmBSrffl V \ |&A£r5.2mL/h, WcB 
£0 .7mL/hVm^t^(OmC ^©x^-/VgSd5j3 J:-t55vol%tefc3 ±5 t-^tL^tt 

mmm7 

[0089] |&fe^3£ia^«I^^R3i3S1S* $fcA*3J:tWfcB«r/BV \ $cA£26.0mL/h, $tB 

nmmvtco (7)fcttw&e*2o.9mL«:A*u n^intc^mwm^mmmtm 

[0090] 2a6^3£f^l^*|*&^0!a£$61K, »cA*3.i:tW£B«:JBl\ tfcASrl.OmL/lu $tB 
^lJmL/hl?m^©IKC^<D3i^/w^S^^J;^30vol%(c^5J;5^^^n 
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?Dfc0!f9 

[0091] ^ife^J3t IHC^am^M^m^^^iJ— Srl^v vttHHK«^aKmit£. 

^Jfe#j3t|igi^A:&£tf$(B£fflV\ $cA£5.2mL/h, WiB$:5.6mL/hXm-&&<DmC 

^o^^/~/v^^d^J:^30vol%{c/£-5 < fc5^^H^tu^bfc 0 (7)^}*^i6^^ 
7K20.9mL£rA*U #fe^fc*W*»^«)»il«*s«fT*t-* «t5 fcUfc, v-y>^> 

^^kj$-&> 2zfrm^yy>i?tf^7$:W±v, mj&mtmmzs &&&& 

mmm io 

[0092] ^^StlUCMS^T-M^il-es 2cm0^^^y^5=¥f— &0.4cm<D**x 
-f2/*$*1f— [ft*4mmXrtftl.5mm©7y*|IHIB^j*— ^'^O^mgCO^^n-H'h^' 

Hifefcl 11 

[0093] mmmztmvmiw&i-mMmwr?, zcmo^^^^r^— &icmo**7v 

3^5*1*— K$10mm X f^^l.5mm075/^Wi^^— ^{ClmgCDtf^n^b^ 
7J1^^^-/H&*®i^^*^*b^©]^ft^^»^^«^^ 

mmm 12 

[0094] ^0ij3tlH««^*StT-»t^m-e^ 2cm<D^^7 i >r^^$=arlJ— &5*m$m 
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[0095] <JfctSE092> 

m*(DMmm<oMiMMM(imm, no,ooox g% 25T»zn^tc 0 m&fo&WE&o 

i/V^i?tf^ STC-525, T^m)%m\<\ (18)\Z.&mm30mL(Dtf7Xm&*m\<^ 
WiA; 

FD 30mg, DOTAP 180mgjoJ;t^PEG-DSPE 72mg^^@*9mL^PX., /tf/V-r^ 

Zfy^yj/i'?— (ClOlal^tWU u m(Dtf])jJ— aft*— M^^^-fA"*— K10HI 
ilUfCo #b^c!l$^?g750ML^30mLO^^^(^AiX, [HifET-£A*U^- 

^T^tfS^lliS^C. EPC 1200mg:£3±tFPEG-DSPE 250mgf£^/— /V5mL£ 

f&B; 

[0096] <lt^J3> 

TiaoMm^^it^ex $cA*3±tmB£jiv\ mA^mBizmrvtzo it 

WA; 

FD 30mg, DOTAP 180mg:fcJ;tFPEG-DSPE 72mg^^®^K9mL^P^, TSlVy-y? 
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;HmLlrii^L, EPC 480mg*5«kl5PEG-DSPE lOOmgl^^i^y— yV2mL^Px.^W i 

HW7fc23.0mL 
[0097] <fs^#|3> 

[0098] [^3] 



[0099] <um&H> 

#»J30 m L£rt^*LWt£*i$bk2970/x L£#P^#U®ji'k#$lb-CJ:?S£- 
&#Ut„ ±IE#«l^J*3J;T^±fa#±?»^1000ft#^U ^f^CD^O/iU^ 
10w/v%h7-Yh^^^^X-100(TritonX-100) 50 a* L23 ilFPBS 400 ju L^Mtt 



TO^M (nm) 



M^'J 4 

«#J6 
H«?!l7 
HSfc^J 8 

mmrn 1 o 
mmm 1 1 

USSFd l 2 
ttt&#'J 2 
tb^j3 



2 0 0 

17 6 

13 1 

16 2 

18 3 

14 7 
14 6 

17 9 

16 9 

17 1 

18 3 
2 4 8 
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T«lfiSJM85nm#±^ U 0.5*5 

33ltSFDOrt&**TIES:(2)"X?3Hllbfco *£*£r*4U^*- 0 
[0100] Bfc2] 

F*l£2^(%) =(A 2 -B 2 X100) /A 2 X100 (2) 

A 2 ; * <OTD$g& ( ix g/mL) 

= aWPJ^blfiliaSiUfcKRW^^FDSftCii g/nL) X1000X 10 
B 2 : ffl3»^»«*Oiif»q><OFD«*(tf g/mL) 

= ttlft<L^IB«0±flrd^ fePM Lfcf*S£?& I 3 *>FD»£ ( ju g/mL) X 1000 X 10 

[oioi] [M 







(%) 




9 6. 


7 




9 6 . 


5 




9 6 . 


4 




9 7. 


4 


2SJS0IJ7 


9 6. 


2 


HM8 


9 5. 


5 




9 4. 


8 


H«E#!l 1 0 


9 6. 


2 


^Jfcfll 1 1 


9 7. 


2 


nmm i 2 


9 6 . 


7 


H&fti 2 


9 4. 


8 



[0102] <i£®fc#)j5> 

&$!£#J£lOOO{§#$iU *fr^<£>#50j* LIC, 10w/v%TritonX-100 50 ^ L*3«fcU< 
PBS 400 m L^tL^HiJPx., -e«#bfc 0 ^(DlOOju L&96?t^ 

^n:7V— h^irD, MJ— (!77;y^(Wallac)*±§$k 7^#x^x^ 

-4(ARVOsx-4))^fflL.TiBt(®&ft485nm43j;^^^e530nm-e<D^)feg®^SrSlJ 
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JgLfCo — ^7 , U 0.5&£Xf0.25 u g/mL£fc5#FD*^<D^3fc3ft&<£r»!l)£U & 

^*3lt5FDlHliR**5«J:tJ s EPCIimz*tt, TtSsW-egWUfc, »*«r*5K:^-fo 
[0103] [«[3] 

®^U-i3(tSFD(lIll3l^(%) =A 3 /B 3 X 100 
SSWi|t*Jtt4EPClHllR*(*) = C a /D 3 x 100 < 3 > 

A 3 : R*lI«f»<&FD»K ( f g/mL> 

= ^l*>bl«^Lfc^«4 5 FDCoagJEg(Mg/iDL) x 1000X10 
B 3 : \5\\&m00%t L.fcm$ii±<F>mm i P<VFDm)g.( v s/mL) 
C 3 : M^I4'<OEPC-iS^(mg/mL) 

D 3 : BlfcSSlOOKt Lfc3tt±<©«*J*CDEPC«*<mg/nL) 
[0104] [^5] 



FDIeM* (%) EPCIhMS (%) 



WW 3 


4 5. 


6 


4 3. 


2 




6 2. 


9 


6 2. 


6 


HJSM 5 


6 4. 


6 


5 5. 


8 


mmm e 


5 6 . 


5 


6 2. 


8 


mnm i 


6 1 . 


8 


6 4. 


2 


mmm 8 


5 8. 


6 


5 4. 


6 


nnm 9 


5 8. 


5 


5 3. 


8 


Hi&feflll l 0 


4 4. 


9 


5 1 . 


3 


rn&rn 1 1 


4 1 . 


9 


4 7. 


7 


niftM i 2 


4 7. 


3 


5 9. 


9 


JttfcfH 2 


5 8. 


7 


6 4. 


7 


tfcttM 3 


2 6 . 


3 


2 0. 


2 



[0105] <t£l$£#j6> 

#®1£iJ30mUCFBS 2970/xL^PX.m-a-bfCo M£i£^*5«fcU 5 37 , C-C3P#P f af£g 
^{C^-500m LSr^y/W^j^P-^h^:?^— (Gel Permeation Chromatography, 
GPC)«tffv\ ^©^^aMlOOM, 10*)^rIfl]i|Xbfc o ^yy^^y^f^rv^^ 
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10w/v%TritonX-100 50 n L*5 itFPBS 400 ;z L&^n-fMi, &A^y?*S&"p— 

(Wallac)f±®k TAt&XXX-y ^-4(ARVOsx-4))£<£J3 LTa^StS485nmi3«i;t^ 

0NfPflm*5*^3l^ra#©FD[lIlR^TiB^:(4)t?^LttiLfCo ^^*6^^fo 
[0106] [M 

O S#rat%<^F0lalJ|S* (%) =A,/B 4 X100 (4) 
3 B#Rfl^COFDE)llX^ (%) = C 4 /D 4 X 1 O O 

[0107] [*6] 



mi&m (%) hiirjp (%) 



«#iJ3 


7 9. 


5 


7 6 . 


3 




7 7. 


3 


7 4. 


2 




7 2. 


0 


7 0. 


7 


mmm e 


7 1 . 


9 


6 8. 


5 


HJfc#'J 7 


7 2. 


3 


6 7. 


9 




7 5. 


4 


7 1 . 


7 


H5S#J9 


7 2. 


1 


7 2. 


0 


1 0 


7 4. 


2 


7 0. 


9 


mmmi 1 


7 4. 


5 


6 9. 


3 


Hffi#iJ 1 2 


7 7. 


9 


7 5. 


2 


J*«H5i|2 


6 4. 


8 


6 3. 


6 



[0108] m&&xm4i>*ibt>i>>z£5^ mnffl3~i2&£xjpit%iM2-3~enbfrti&mM 
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[0109] *mwiz£y) s ^rw^^mmmxmm^tcwuwmwmm^xm^j: 
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